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New . alpha . -Substituted Succinate-Based Hydroxamic 
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SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
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Tumor necrosis factor .alpha, convertase (TACE) , the enzyme responsible for 
the processing of pro- TNF . alpha . to TNF. alpha., has been reported to be a 
metalloproteinase closely related to matrix metalloproteinases (MMPs) . 
Current inhibitors of TACE such as succinate -based hydroxamic acids 
exemplified by Marimastat (TACE IC50: 3.8 nM; blood IC50: 7 .mu.M) and BB1101 
(TACE IC50: 0.2 nM ; blood IC50: 2.3 .mu.M) suffer from modest potency in blood 
and poor in vivo properties. The introduction of new bulky . alpha. - 
substituents into these succinate-based hydroxamic acids was studied. 
Substituents such as thioethers, sulfonamides, and ethers showed improved 
potency against TACE when compared with Marimastat. Although this improvement 
did not translate into better blood potency for thioether or ether 
substituents, the sulfonamide series exhibited improved potency both against 
TACE and in blood when compared with Marimastat. Optimization of this 
sulfonamide series has culminated in the identification of heterocyclic 
bicyclic sulfonamides as good TACE inhibitors. 
204125-83-7P 
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methylpropyl) -L- .beta. -aspartyl-N, 3-dimethyl- , 1, 1-dimethylethyl ester 
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Absolute stereochemistry. 
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OTHER SOURCE(S): MARPAT 128:205148 

AB Peptide sulfonamides HONHCOCH (NHS02R1) CHR2CONHCHR3CONR4R5 (Rl = aryl , 
heterocyclyl , heteroaryl; R2 = H , alkyl, alkenyl, alkynyl, cycloalkyl, 
heteroaryl, heterocyclyl, aryl-, heteroaryl-, heterocyclyl- or 
cycloalkylalkyl ; R3 = alkyl, alkenyl, aryl, alkyl, heteroarylalkyl or the 
side-chain of a naturally occurring amino acid; R4 = H, alkyl, cycloalkyl, 
cycloalkenyl, aryl-, heteroaryl- or heterocyclylalkyl ; R5 = H, alkyl or R4R5N 
= heterocyclyl; any group or ring in R1-R5 is optionally substituted) or their 
pharmaceutically acceptable salts or in vivo hydrolyzable esters were prepd. 
as inhibitors of the prodn . of tumor necrosis factor and/or one or more matrix 
metalloproteinase enzymes. Thus, N2 - [4 - (hydroxyamino) - 2R- isobutyl- 3S- 
benzenesulf onylaminosuccinyl] -L- leucine-Nl-methylamide was prepd. via 
sequential benzenesulf onylation, deprotection, and hydroxy lamination of 
intermediate N2- [2R- isobutyl- 3S- amino- 4 - tert-butyloxysuccinyl] -L- leucine-Nl- 
methylamide . 
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Absolute stereochemistry. 
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AB Title compds. X-A-B-A'-X' [X = 5-7 membered non-arom. heterocycle ; A = ZCZNH, 
ZCOCONH, ZS02NH, etc.; Z = amino, O, S, etc.; B = syn-CH (D) CH (OH) CH2 ; D = 
alk(en/yn)yl; aryl , cycloalkyl, etc.; A' = ND'-E'; D ' = alk (en/yn) yl , aryl, 
cycloalkyl, etc.; E ' = CO, SO, S02 ; X' = indolyl; I] are prepd. For instance, 
II is prepd. in several steps from 2-oxo-2, 3-dihydro-lH-indol-5-sulfonyl 
chloride (prepn. given), [l-benzyl-2 -hydroxy-4 -phenylbutyl] isobutylcarbamic 
acid benzyl ester, carbonic acid 2 , 5-dioxopyrrolidin- 1-yl ester 
hexahydrof uro [2 , 3 -b] f uran- 3 - yl ester and DMF di-Me acetal . II has an IC50 = 
93 nM for a recombinant wild type HIV protease. I are useful for treating HIV 
infections . 
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methylpropyl) amino] -2-hydroxy-l- (phenylmethyl ) propyl] -, 

(3R, 3aS, 6aR) -hexahydrof uro [2, 3-b] furan-3-yl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry . 
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AB The present invention concerns the compds . having the formula (I) N-oxides, 

salts, stereoisomeric forms, racemic mixts., prodrugs, esters, and metabolites 
thereof [wherein Rl, R8 = H, Cl-6 alkyl, C2-6 alkenyl, C3-7 cycloalkyl, aryl, 
Hetl, Hetl-Cl-6 alkyl, etc.; or Rl = (un) substituted H2N-CH2CH; t is 0, 1 or 
2; R2 = H, Cl-6 alkyl; L = CO, O-CO, NR8CO, 0-C1-6 alkanediyl - CO , NR8-C1- 
6alkanediyl-CO, S02 , 0-S02, NR8-S02; R3 = (un) substituted Cl-6 alkyl, aryl, 
C3-7 cycloalkyl, C3-7 cycloalkyl-Cl-4 alkyl, aryl-Cl- 4alkyl ; R4 = H, Cl-4 
alkyl-0-CO, carboxyl, CONH2 , mono- or di (CI- 4alkyl ) carbamoyl , C3-7 cycloalkyl, 
C2-6 alkenyl, C2-6 alkynyl; R6 = H, (un) substituted Cl-6 alkyl; Hetl is a 5 to 
10 ring membered mono- or bicyclic heterocycle contg. . gtoreq.l heteroatoms 
selected from N, O, and S] . It further relates to their use as broad spectrum 
HIV protease inhibitors, pharmaceutical compns . , and a method for treating or 
combating infection or disease assocd. with multi-drug resistant retrovirus 
infection in a mammal. It also may concern combinations thereof with another 
anti-retroviral agent, and to their use in assays as ref. compds. or as 
reagents. These compds. I exhibited potent anti-HIV activity against a wild 
type lab. HIV strain (HIV-1 strain L-AI) , e.g. sec50 of 8.5 for the compd. 
(II) , and also were effective in inhibiting a broad range of mutant strains 
which show various degrees of phenotypic cross- resistance to the currently 
com. available drugs such as for instance saquinavir, ritonavir, nelfinavir, 
indinavir and amprenavir. 

IT 664344-17-6P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(substituted oxindolesul.f onamide derivs . for use as broad spectrum HIV 
protease inhibitors) 
RN 664 344-17-6 CAPLUS 

CN Carbamic acid, [ (IS, 2R) -3- [ [ (2, 3-dihydro-2-oxo-lH-indol-5-yl) sulfonyl] (2- 
methylpropyl ) amino] - 2 -hydroxy- 1- (phenylmethyl ) propyl] 

(3R,3aS,6aR)-hexahydrofuro[2,3-b]furan-3-yl ester (9CI) (CA INDEX NAME ) 
Absolute stereochemistry. 
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chain nodes : 

1 2 3 4 5 6 16 17 18 
ring nodes : 

7 8 9 10 11 12 13 14 15 
chain bonds : 



1-2 2-3 3-4 4-5 5-6 13-16 14-17 15-18 
ring bonds : 

7-8 7-12 8-9 9-10 10-11 11-12 11-13 12-15 13-14 14-15 
exact/norm bonds : 

1- 2 4-5 5-6 11-13 12-15 13-14 14-15 14-17 15-18 
exact bonds : 

2- 3 3-4 13-16 
normalized bonds : 

7-8 7-12 8-9 9-10 10-11 11-12 
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11 -.Atom 12: Atom 13 : Atom 14: Atom 15: Atom 16: CLASS 17: CLASS 18: CLASS 20: Atom 
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AB The present invention concerns the compds. having the formula (I) N- oxides, 

salts, stereoisomeric forms, racemic mixts., prodrugs, esters, and metabolites 
thereof [wherein Rl, R8 = H, Cl-6 alkyl, C2-6 alkenyl, C3-7 cycloalkyl, aryl, 
Hetl, Hetl-Cl-6 alkyl, etc.; or Rl = (un) substituted H2N-CH2CH; t is 0, 1 or 
2; R2 = H, Cl-6 alkyl; L = CO, O-CO, NR8CO, O-Cl-6 alkanediyl - CO , NR8-C1- 
6alkanediyl-CO, S02 , 0-S02, NR8-S02; R3 = (un) substituted Cl-6 alkyl, aryl, 
C3-7 cycloalkyl, C3-7 cycloalkyl-Cl- 4 alkyl, aryl-Cl-4alkyl ; R4 = H, Cl-4 
alkyl-O-CO, carboxyl, CONH2 , mono- or di (Cl-4alkyl ) carbamoyl , C3-7 cycloalkyl, 
C2-6 alkenyl, C2-6 alkynyl; R6 = H, (un) substituted Cl-6 alkyl; Hetl is a 5 to 
10 ring membered mono- or bicyclic heterocycle contg. .gtoreq.l heteroatoms 
selected from N, 0, and S] . It further relates to their use as broad spectrum 
HIV protease inhibitors, pharmaceutical compns . , and a method for treating or 
combating infection or disease assocd. with multi-drug resistant retrovirus 
infection in a mammal. It also may concern combinations thereof with another 
anti-retroviral agent, and to their use in assays as ref . compds. or as 
reagents. These compds. I exhibited potent anti-HIV activity against a wild 
type lab. HIV strain (HIV-1 strain L-AI) , e.g. sec50 of 8.5 for the compd. 
(II) , and also were effective in inhibiting a broad range of mutant strains 
which show various degrees of phenotypic cross-resistance to the currently 
com. available drugs such as for instance saquinavir, ritonavir, nelfinavir, 
indinavir and amprenavir. 

IT 664344-03-0P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(substituted oxindolesulf onamide derivs . for use as broad spectrum HIV 
protease inhibitors) 
RN 664344-03-0 CAPLUS 
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•C0 2 H 



RN 664344-45-0 CAPLUS 

CN Carbamic acid, [ ( IS , 2R) - 3 - [ [ [2 , 3-dihydro-3- ( 2 -methylpropylidene) -2-oxo-lH- 
indol-5-yl] sulf onyl] { 2 -methylpropyl ) amino] -2 -hydroxy- 1- 

(phenylmethyl) propyl] - , (3R, 3aS, 6aR) -hexahydrof uro [2, 3-b] furan-3-yl ester 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry . 
Double bond geometry unknown. 



s ° 




Pr- i 



RN 664344-46-1 CAPLUS 

CN Carbamic acid, [3- [ [ [2 , 3-dihydro-3- ( 2 -methylpropylidene ) -2-oxo-lH-indol-5- 
yljsulfonyl] ( 2 -methylpropyl) amino] -2-hydroxy- 1- (phenylmethyl) propyl] -, 
hexahydrof uro [2, 3-b] furan-3-yl ester (9CI) (CA INDEX NAME) 



^°^ r ^ 0 ^ O CH 2 — Ph O 

L 1 J 0— '(L- NH — ilH — CH_ CH 2 — N— 3 

OH i-Bu O 
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Potent small molecule inhibitors of spleefr 
kinase (Syk) 

Lai, Justine Y. Q.; Cox, Paul J.; Patel, Rajesh; 
Sadiq, Shazia; Aldous, David J. ; Thurairatnam, 
Sukanthini; Smith, Keith; Wheeler, Darren; Jagpal, 
Savita; Parveen, Sofia; Fenton, Gary; Harrison, Trevor 
K. P.; McCarthy, Clive; Bamborough, Paul 
Aventis Pharmaceuticals, Brigdewater, NJ, 08807, USA 
Bioorganic & Medicinal Chemistry Letters (2003), 
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13 (18) , 3111-3114 

CODEN: BMCLE8; ISSN: 0960-894X 
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Journal 
English 

CASREACT 139:358012 




AB A series of oxindoles demonstrating inhibition of the phosphorylation of 

biotinylated substrates of Syk and IgE/Fc . epsilon . ERI triggered basophil cell 
degranulation has been identified. A study of the SAR around sulfonamide I (R 
= S02NH2) (IC50=5 nM, EC50=1400 nM) is discussed. The modest cellular 
activity representative of the sulfonamide series was overcome when the Polar 
Surface Area was lowered to <110 A2, leading to the identification of amide II 
(R = CONHMe) ,(IC50 = 145 nM, EC50=100 nM) . 

IT 622388-05-0P 

RL: PAC (Pharmacological activity) ; PRP (Properties) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
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(oxindoles as inhibitors of spleen tyrosine kinase) 
RN 622388-05-0 CAPLUS 

CN Propanamide , 3 - [ [ [2 , 3 -dihydro- 3 - [ (5-methoxy-l-methyl- 1H- indol- 3 - 
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Me 

H2N— C— CH2- CH2—NH— ^-^^OMe 

'j 'j 
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